in KSR medium consisting of 80% DMEM/F12 (DF12, Invitrogen), 20% Knockout serum replacement (KSR, Invitrogen), 1 mM L-Glutamine, 0.1 mM NEAA, 0.1 mM 2-ME and 4 ng/ml bFGF (R&D systems). Culture medium was changed every 24 hours.
For passaging, either mechanical or enzymatic digestion method was utilized. For mechanical passage, monkey iPS cells with proper morphology were manually cut into smaller cell masses with a fine glass needle, and then transferred onto fresh MEFs. For enzymatic digestion, the monkey iPS cells were incubated with 1 mg/ml dispase (Invitrogen) at 37 for 15 minutes. The detached colonies were collected, resuspended in fresh medium and transferred onto fresh MEFs. The monkey iPS cells were passaged every 5-7 days. Table S2 ). Expression of the four monkey transcription factors was confirmed by immunocytochemistry (data not shown). We have submitted the four coding sequences to GenBank and got their accession numbers of FJ375750 (SOX2), FJ375751 (OCT4), FJ375752 (KLF4) and FJ375753 (c-MYC).
Plasmid construction, retroviral infection and iPS cell generation
Plasmids GP 12.5 μg, pMX OCT4/SOX2/KLF4/c-MYC/GFP 12.5 μg, pVSVg 5 μg were prepared to transfect 293T cells by the Ca 3 (PO4) 2 method. 12 hours after transfection, the medium was changed. 48 hours after transfection, virus-containing supernatants were collected, filtered through a 0.45 μm pore-size filter and concentrated by 30-fold for use. The five concentrated retroviruses were mixed to infect monkey fibroblasts which were passaged 24 hours before at 6×10 4 cells per 35 mm dish. Six days after infection, fibroblasts were harvested by trypsin digestion and replated at 3×10 4 cells per 100 mm dish on MEFs. The medium was replaced the next day by FBS medium or KSR medium, supplemented with 4 ng/ml bFGF. ES-like colonies were mechanically picked up for expansion after about 30 days on feeder cells.
RT-PCR and genomic PCR
Cells were dissolved in TriZol reagent (Invitrogen) and total RNA was extracted according to the manufacturer's instructions. After removing contaminated genomic DNA using DNA-free Kit (Ambion), the RNA was reverse transcribed using the reverse transcription kit (Promega). PCR was performed using EX Taq (Takara).
Primers for detecting pluripotent genes and differentiated marker genes were provided in Table S2 . For genomic PCR, genomic DNA was extracted with DNeasy Blood & Tissue Kit (QIAGEN). Primers specific for exogenous integrations of the four transcription factors and GFP were used (Table S2) . Secondary antibodies were Rhodamine-labeled donkey anti-mouse IgG (1:100, Santa Cruz), Rhodamine-labeled donkey anti-rabbit IgG (1:100, Santa Cruz),
Rhodamine-labeled goat anti-mouse IgM (1:100, Santa Cruz) and Rhodamine-labeled donkey anti-goat IgG (1:100, Santa Cruz).
In vitro differentiation
For embryoid body (EB) formation, monkey iPS cells were treated by 1 mg/ml dispase for 15 minutes, then the detached colonies were collected and transferred to poly (2-hydroxyrthyl methacrylate) (Sigma-Aldrich)-coated 6-well culture dish in differentiation medium consisting of 85% DF12, 15% FBS, 2 mM L-Glutamine, 0.1 mM NEAA, 0.1 mM 2-ME, 100 U/ml penicillin, 100 µg/ml streptomycin. The medium was changed every 2-3 days. After 8 days of floating culture, the EBs were transferred to gelatin-coated plate and cultured in the same medium for another 8 days.
For pancreatic differentiation, monkey iPS cells were cultured in X-Vivo10 (Cambrex) supplemented with 55 μM 2-ME and 0.1% albumin fraction V (Sigma-Aldrich) and 100 ng/ml activin A (R&D systems) for 4 days. And another four days' RA (Sigma-Aldrich) treatment for pancreatic specification was carried out in chemical-defined medium containing 50% IMDM (Invitrogen), 50% F12 NUT-MIX (Invitrogen), Insulin-Transferrin-Selenium-A (ITS, Invitrogen), 450 mM monothioglycerol (Sigma-Aldrich) and 5 mg/ml albumin fraction V (Jiang et al., 2007) .
For hepatic differentiation, monkey iPS cells on MEFs were first treated by100 ng/ml activin A for 1 day in RPMI1640 medium (Invitrogen) containing 5 mg/ml albumin fraction V. Then on the second and third day, 0.1% or 1% ITS was added to the medium, respectively. After 3 days, the culture medium was changed to hepatocyte culture medium (HCM, Cambrex) supplemented with 30 ng/ml FGF4 and 25 ng/ml BMP-2 (both from PepeoTech) for the following 5 days. Another 5 days of culture was carried out in HCM containing 20 ng/ml HGF (PeproTech). Medium was changed every day (Cai et al., 2007) .
For cardiac differentiation, monkey iPS cells cultured on matrigel (BD Biosciences)-coated plates were switched to DF12 medium containing B27 supplement, N2 supplement (both from Invitrogen), 2 mM L-Glutamine, 0.1 mM 2-ME, 0.1 mM NEAA, and 0.5 mg/ml albumin fraction V (Sigma-Aldrich) (N2/B27-CDM), supplemented with 50 ng/ml activin A and 50 ng/ml BMP-4 (PepeoTech) for the first 3-4 days, then cultured in N2/B27-CDM without additional factors for the following 6-8 days. Medium was changed every day (Yao et al., 2006) .
For endothelial differentiation, monkey iPS cells cultured on matrigel-coated plates were switched to serum-free medium (RPMI 1640 containing 1% ITS, 0.1 mM NEAA, 2 mM L-Glutamine, 0.1 mM 2-ME, 100 U/ml penicillin and 100 µg/ml streptomycin) supplemented with 25 ng/ml BMP-4 and 50 ng/ml bFGF for 4 days. From day 5, 50 ng/ml VEGF (PeproTech) was added in the differentiation medium.
For neural differentiation, monkey iPS cells were cultured in suspension for four days to form EBs in DF12 containing 20% KSR, 2 mM L-Glutamine, 0.1 mM NEAA, 0.1 mM 2-ME, 100 U/ml penicillin and 100 µg/ml streptomycin. After that, EB attachment was performed on matrigel-coated plates in culture medium containing DF12, ITS and 5 μg/ml fibronectin (Invitrogen) (Mitalipov et al., 2006) . Culture was maintained for 7 days with medium change every 2 days.
FACS analysis
Cells were dissociated with 0. 
Teratoma Formation
Monkey iPS cells were harvested by 1 mg/ml dispase treatment, centrifuged and resuspended in DF12 medium. Cells from a confluent 60 mm dish were subcutaneously injected into a non-obsess diabetes/sever-combined immunodeficient（NOD/SCID） mouse (China). After 6-8 weeks, teratomas formed. And after two more weeks, mice were sacrificed and tumors were dissected, fixed with PBS containing 4% paraformaldehyde and embedded with paraffin. After slicing, the tissues were stained with hematoxylin and eosin.
Bisulfite sequencing
Genomic DNA of monkey iPS clones (M2 and M3), monkey ES cells (R366.4), and monkey fibroblasts (0235#) were modified with CpGenome DNA modification kit (Chemicon). Compared to the human OCT4 promoter, four conserved CpG-enriched regions in the monkey OCT4 promoter were selected to be amplified by PCR. PCR products were purified and cloned into pEASY-T3 vector for sequencing. Primers for PCR were provided in Table S2 .
DNA microarray
DNA microarray was performed at the CapitalBio Co.Ltd.. In summary, total mRNA 
Southern Blotting
Genomic DNA (20 μg) was digested with EcoR I overnight, separated on 0.8% agarose gel and transferred to a hybond-N+ nylon membrane (Amersham). After that, digoxigenin (DIG)-labeled DNA probe was used to incubate with the membrane in DIG Easy Hyb buffer (Roche) at 42℃ overnight with constant agitation. After washing, the membrane was incubated with alkaline phosphatase-conjugated anti-DIG antibody
(1:10,000, Roche). Signals were raised by CSPD (Roche) and analyzed after exposal.
The first exon sequence of OCT4 was used as a probe to detect both endogenous and transgenic OCT4. Primers for amplifying the probe sequence were provided in Table   S2 .
Short tandem repeat (STR) and karyotype analysis
STR was performed at the Beijing Bioinformatics Solutions Inc.. Four loci were chosen for analysis (Byrne et al., 2007) . Randomly selected four monkey iPS clones were examined together with monkey ES cells (R366.4) and monkey fibroblasts (0235#).
The G-band chromosomal analysis was performed at Peking University Center of Medical Genetics. . Southern blot analysis revealed that each monkey iPS clone had multicopy integration of transgenes and had a unique transgene integration pattern, demonstrating that these monkey iPS cells were derived from independently transduced fibroblasts. 0235# and 0119# are fibroblasts from two different adult monkeys. Monkey iPS cells M5 and M2 were derived from fibroblasts 0235# and M91 was derived from fibroblasts 0119#. The first exon of OCT4 gene was used as southern blot probe and MEFs were set as control. 
